Introduction

21
Venous leg ulcers associated with chronic venous insufficiency (CVI) affect approximately 1-1.5% of 22 the general population and are responsible for a severe impairment of the quality of life and for elevated 23 costs because of long treatment times [25] .
24
The etiology of venous ulcers is still unclear, but it has been suggested that ulceration results from 25 an increased intraluminal pressure that causes fibrin deposition around the capillaries with consequent 
61
-9, -12 and -13) and TIMPs (TIMP-1 and -2) in leg ulcer tissue before and after 4 weeks of compression 62 therapy and have described elevated MMPs (with the exception of MMP-7) and TIMP-1 levels and higher 63 MMP-9 activity in chronic wounds; after therapy, they have observed a significant reduction of MMP- 
Materials and methods
78
We consecutively recruited 36 subjects (12 men and 24 women; mean age 67.38 ± 12.7 yrs) with non-79 infected venous leg ulcers from those with venous diseases (CEAP: C6) referred to our Department.
80
Before the inclusion in the study, all the patients underwent a color Duplex scan (CDS) examination Table 1 .
95
The control group consisted of 30 subjects (14 women and 16 men, mean age 41.3 ± 7.4 years) selected 96 from the hospital staff; control subjects were free of medical diseases as assessed by clinical history,
97
physical examination, electrocardiography, and routine hematological and urine analysis.
98
All the subjects gave their informed consent before entering the study and the study was approved by 99 the Ethical Committee.
100
On fasting venous blood we evaluated the plasma concentration of gelatinases (MMP-2 and MMP-9)
101
and their inhibitors (TIMP-1 and TIMP-2) using respectively the Human MMP-2 ELISA and Human Examining the whole group of subjects with leg venous ulcers in comparison with healthy controls,
102
120
we found a significant increase in the plasma concentrations of MMP-2, MMP-9, TIMP-1 and TIMP-2;
121
we also found an increase in MMP-2/TIMP-2 ratio even if no variation regarding MMP-9/TIMP-1 ratio
122
was observed between the two groups (Table 2) .
123
In the subgroup of healed subjects we evaluated the plasma concentration of all these parameters 124 before and after the healing of the venous ulcers and we observed that, after the healing, MMP-9,
125
TIMP-2 and MMP-9/TIMP-1 ratio were decreased while no significant variation about MMP-2, TIMP-1
126
and MMP-2/TIMP-2 ratio was found (Table 3) .
127
In addition, we also compared the subgroup of patients after the healing of leg ulcers with healthy 128 controls and we found higher values of plasma concentrations of MMP-2, MMP-9, TIMP-1 and TIMP-2 129 and of MMP-2/TIMP-2 ratio in this subgroup than in healthy controls (Table 4) . Our results seem to indicate that, although at baseline the gelatinases and their inhibitors are signifi-
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147
cantly increased in patients with venous leg ulcers, the healing of these ulcers, obtained with compression 148 therapy, is associated with reduced plasma levels of MMP-9, TIMP-2 and also of MMP-9/TIMP-1 ratio. 
178
In conclusion, the plasma MMPs profile is impaired in subjects with venous leg ulcers and it improves 
